Supporting information
. Molecular docking model of lipid A binding to HMGB1. To build the HMGB1-lipid A complex model, we used the Patchdock server [1] with HMBG1 structure (PDB ID: 2YRQ) and lipid A structure from TLR4-MD structure [2] (PDB ID: 3FXI). According to the results of Patchdock server, we selected the top 10 models in scores and refined the models using the Firedock server [3] [4] . Considering the global binding energy, the model with the highest score was chosen, which shows the most complementary shape. According to the model in Fig. 1A , the head region of lipid A (yellow color) is surrounded by a positive surface of HMGB1 box B. Blue color: basic residues, red color: acidic residues. Among the four phosphate groups in lipid A head (4'-PO 4 and 1-PO 4 ) and inner core (HepI and HepII) regions of LPS, three bind to basic patches of HMBG1 via electrostatic interaction and hydrogen bonds. Fig. 1B -I, -II, and -III are the magnified pictures of dotted circles of I, II, III, respectively.
